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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re application of : 

Greene etal. Group No. : 1812 

Appl. Serial No.: 08/469»637 Examiner : Pak, M. 

Filed* June 6 1995 Attorney Docket No. : 1488.0710001 

(PF172P1) 

For: Hainan Tumor Necrosis Factor Receptor 

j i Declaration of John M. Greene and Robert D. Fleisciunann 

Under 37 CJJL §1.132 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir. 

1. We, John M Greene and Robert D. Fleischmann hereby declare and state as 

Mows; 

2. We are named inventors of the captioned application, which is assigned to Human 
Genome Sciences, Inc. (HGS). The work described below was done by ourselves, under our 

i supervision, or as part of a collaborative research effort with other individuals at HGS. 

3. As described m each of fciteraation^ 

application Serial No. 08/469,637, and U.S. application Serial No. 08/718,737, we obtained a 
cDNA clone encoding human Tumor Necrosis Factor Receptor (TNF receptor) by screening a 
cDNA library derived from early passage human fibroblast HSA 172 cells (See e.%.. International 
appttcationNo.PCT/US95/03216 f page6). This clone was designated HSABH13. We have 
determined nucleotide sequer.ee information for the HSABH13 clone, as described below, using 
sequencing methods which were routine and publicly available as of the March 15, 1995 filing 
date of the PCT/US95/03216 application. The HSABH13 clone that we obtained this sequence 
infonnation from was deposited whh the Americas Type Culture Collection (ATCC) on 
September 29, 1 994 and was assigned ATCC Accession No. 75899 (See Attachment A). 
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4. Evidence that the human HSABH13 cDNA was deposited at the ATCC as 

! Accession No. 75899 is provided in the second column of the IRIS notebook page included 
! herewith as the first page of Attachment B 1 . In one instance, an "X" appears at the end of the 
! HSABHl 3 clone identifier (see the first column on the notebook page). This HSABH13X 
\ designation represents the sequence identifier (SEQ ID) assigned to the sequence information of 
the first sequencing run. In a second instance, a "P" appears at the end of the same clone 
identifier. This HSABHl 3P designation represents the sequence identifier assigned to the 
d\ quence information of the second sequencing run. The second column of the notebook page 
provides two identifying numbers that are assigned by HGS scientists. From looking at the first 
and second columns together, it is clear that the HGS numbers provided, 195,197 and 1,261,140, 
' represent different sequencing runs performed on the same human cDNA clone, HSABHl 3. 
HGS No. 1 95,197 appears as the identifier on the ATC&deposit receipt (See Attachment A). 
This indicates mat the clone used to obtain the sequence information of HGS No.195,197 was 
i deposited. In other words, even though, as explained below, the data derived from each 
sequencing run are not identical, the human HSABHl 3 cDNA clone used to obtain the data from 
! each sequencing run was deposited at the ATCC and assigned Accession No. 75899. 

5. The second, third and fourth pages of Attachment B provide data from the IRIS 
electronic notebook which shows the results from the HSABHl 3P sequencing run (hereinafter 

"second sequencing run") on the human TNF receptor HSABH13 cDNA clone, which has 
Jeen assigned Accession Number 75899. The nucleotide sequence information obtained from the 
{Second sequencing run of cDNA clone HSABH13 differs from that disclosed in Figures 1 A and 
I B of International application No. PCT/US95/03716 and U.S. application Serial No. 
08/469,637, as filed (hereinafter referred to as the "first sequencing ran"). The sequence disclosed 
in the second sequencing run, and the sequence disclosed in the first sequencing run were both 
obtained from the same HSABHl 3 clone (Accession No: 75899) using a 373 Automated DNA 
sequencer (Applied Biosystems, Inc.). Sequencing accuracy using this method is predicted to be 
greater than 97%. 

6. The infor mat ion obtained from the second sequencing run differs from that of the 
first sequencing run by including additional flanking regions (nucleotides 1-45 and 1217-1248) and 
c'eletmg one nucleotide ("C") at position 1 076 of the sequence derived from the first sequencing 
tun, resulting in a freroeshift for the remainder of the sequence. The amino acid sequence of 
human TNF receptor deduced from the information obtained in the second sequencing run differs 
iftom that deduced from the information obtained in the first sequencing run in that the amino 



1 IRIS is an electronic notebook used by HGS scientists to eaicr and maintain sequence data. 
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acids at positions 338-380 of the amino acid sequence deduced from the information obtained in 
the second sequencing run differ from the amino acids at positions 338-369 of the amino acid 
sequence deduced from the information obtained in the second sequencing run. This change in 
amino adds results from the fiameshift in the nucleotide sequence described above. 

7. The first sequencing run and second sequencing run data share more than 99% 

| identity at the nucleotide level in the TNF receptor coding region, and more than 89% identity at 
: the amino acid leveL 

8. International application No. PCT/US95/03216 and U.S. application Serial No. 
08/469,637 were filed with the sequence data derived from the first sequencing run and U.S. 
application Serial No. 08/718,737 was filed with the sequence data derived from the second 
sequencing run. 

9. We believe that the actual nucleotide sequence of the human cDNA clone 
HSABH13 (Accession No- 75899) is the same as that entered in the IRIS notebook for the 
second sequencing run. 

10- We are of the opinion that the correct human TNF receptor nucleotide and amino 
I - acid sequences would have been apparent to one skilled in the art in possession of ATCC 
< Deposit No. 75899 and the data from the second sequencing run as of the March 15, 1995 filing 
date of the PCT/US95/03216 application. This is so because the correct TNF receptor coding 
sequence can be readily determined from the deposited clone and methods for sequencing this 
clone were routine in the art in March of 1995. 

1L I herebjnJeclare that all statements made herein of my own knowledge are true and 
that all statements made on informal on and belief are believed to be true; and further that these 
statements were made with the knowledge that willful false statements and the Hke so made are 
punishable by find or imprisonment, or both, under § 1 001 of Title 18 of the United States Code 
and that such willful false statements may jeopardize the validity of the application or any 
patents issued thereupon. 

Date ^ohn M. Greene 



Date 



Robert D. Fleischmann 
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' BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF 

'li WB DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE . 

J- 

1 , INTERNA T/ONAL FORM 

i i' . 

8 ECEIPT m THE CASE OF AN ORIGINAL DEPOSIT ISSUED PURSUANTTO RULE 73 
I ! AND VIABILITY STATEMENT ISSUED PURSUANT TO RULE 102 

T« CNsme md Address of Depositor or Attorney) 

Human Genome Scwnc&s, toe 

Attention; Crt*a A. Rama Ph.D. 
ij S620 MtxScat Cantor Drive 

[! Suite 300 

; j RacJcvitte, MD 20850 

'■■■! 

ioeoosited oiBthtHofc Hunwi Gertanw Scwnces, Jnc- - 

: W^tiffcatk^ B«f ftmnco by Depcwt^ ATCC Ddsfanoffeft : - 

75S93 ^ rV.u* 
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REDACTED 



f The deposits we* accompanied by: _ asdentiffc description— a proposed taxonomfc descripttait 
invested above. 

The dopoefcr wera recrived S«Kitmnbgr29 , 199* by the International DeoosanfyAuthoiayandhaw 
Vaan accepted. 

AT YOUR REQUEST: 

fi 

!jj£. We wid inform you of requests forth* «raln* for 30 years. 

|fhe strains vM be made evaOable if a patent office afpnirtory to the Budapest Treaty certifies one's 
-^Ohtte receive, or If a U.S. Patent Is Issued cfcJnc the strains. 

" if fhs cultures should (Ra or be destroyed during the effective term of the tleposfe, It Shell be your • 
'la^ponsJbifity to replace them wfth Bv&xo cehuies Of the eamw, 

71% strain* wiQ b* marntalnod for a p«rfod of « fewt 30 ywrs after th* date of deposit, aid far a 
•f*iriod of at toast fiwyi^ after lf*o roost United Stetes wd many 

trtSWr coun tries «ra sfeitrtury to the Budapest TiMty- 

ifoa viabBfty of the cuttures cftcd above wis tasted flsTftftflf 7, ig94f> On ttm dst^ tto cufcufett vwro 

i 

IfttemvUoral Depository Authority: Amsrfcsn Typo Cuftur* CoOwrfcn, RocfcrtUo, Mi 20852 USA 

! . 

?af person hsvtna authority to repraMAt ATCC: 

***** OffTt^^rll. 1994 




Dtoctw* FMoaCOtposKonr 
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